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Dear Aaron: 

I am now wr i t i ng  i n  response t o  your request  f o r  a comment on €he 
cur ren t  self-imposed moratorium on c e r t a i n  aspects  of research with 
recombinant DNA molecules. 
your question, l e t  me make seve ra l  comments re levant  t o  t h e  problem. 

Rather than a-ttempting a f r o n t a l  r ep ly  t o  

(1) Your l e t t e r  of November 11 and t h e  four  poin ts  included, are 
wel l  summarized. I agree with a l l  of these,  and w i l l  not attempt t o  
r e i t e r a t e  your statement. 

( 2 )  With respec t  t o  v i r a l  nucleic  acids ,  it i s  my general  f e e l i n g  
t h a t  t he  danger of a por t ion  of t h e  nucleic  a c i d  of a p a r t i c u l a r  v i r u s  
i s  not  c l e a r l y  g rea t e r  than the  danger of t h e  whole nucleic  ac id  packaged 
i n t o  t h e  n a t u r a l l y  occurr ing v i rus .  I r e a l i z e  t h a t  one could t ake  
exceptions t o  t h i s  by invoking c e r t a i n  examples such as inac t iva t ed  
herpes v i ruses .  Nevertheless, I would tend  t o  the  pragmatic view 
t h a t  biohazard standards t h a t  apply t o  use of i n fec t ious  v i rus  should 
be adequate f o r  recombinant v i r a l  DNAs. 

L e t  m e  put it t h i s  way: i s  it reasonable t o  propose one standard 
f o r  t h e  use of hybrid DDTA containin2 ( l e t  'us say) the  transforming 
gene(s)  of SV40 or HSV-2, and a l e s s  r igorous standard for use of 
i n t a c t  SV40 or HSV-2 which a l so  contain t h e  same DNA sequences? 
a r e  human papovaviruses, such as J C  o r  SI(, l e s s  dangerous than a 
nondefective adeno-SV40 hybrid? Two standards would be hard t o  
support s c i e n t i f i c a l l y  and hard t o  implement adminis t ra t ively.  

O r  

This l i n e  of argument leads me t o  t h s  pos i t ion  t h a t ,  f o r  t h e  time 
being, t h e  standards appl ied t o  viral DNA i n  a hybrid should be similar 
t o  those appl ied t o  t he  pa ren ta l  v i r u . s .  
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This i s  only a t e n t a t i v e  suggested view, and I might s h i f t  i f  it 
w a s  jammed down my t h r o a t  (as wel l  it might!). 
jus t  received from Emmett Burkley a draft,,  dated 3 October 1974, of 
"Safety Standards f o r  Research Involving Oncogenic Viruses. Cursory 
review indica tes  t h a t  they (OBEC, r J C I )  c l a s s i f y  both "nonhuman" oncogenic 
v i ruses  l i k e  SV40 and recombinant DNAs as hav.ing "moderate r i s k . "  So 
I guess I am cons is ten t  with t h e  t e n t a t i v e  N C I  guidelines.  

Having wri t ten t h i s ,  I 

This viewpoint has the  a t t r a c t i o n  t h a t  it imposes r e s t r i c t i o n s  on 
c e r t a i n  types of  research with v i r a l  nucleic  ac ids  but not t o t a l  
ab s t inenc e. 

I hope t h e  foregoing i s  useful .  Also I am sending a copy of a 
l e t t e r  t o  Paul  Berg, simply recording our  phone conversation re: my 
attendance at  Asilomar. 

Best regards. 

Corpially,  

Neal Nathanson, M. D. 
Professor  
( d i c t a t e d  but not  read) 
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Keer t i  Shah 


